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‘Ki . AGENCY: Food and Drug Administration, 
.: . “- . HHS. 

. -: i . .fi’ . AC-now Notice. __ 
L -: i. . -- ., 1 SUM~MAR+: Th6 Food and DGg :-, ‘1 --.: _._ Admiisiratiori (FDA) is issu& a 1 
7, 
;-. guidancedocument entitled “Changes 
._ -. .td be Reported for Product and 

:* Establishment License Appbcatious; i i 
* : Guidance.” The guidance document is ’ - . 
‘: iNended to Provide manufacturers of 
‘., - licensed biological pruducts guidance 

on change, in manufacturing : I 
procedures and’establishments which 

S‘., . may be impleniented with and without 
prior a 
for Bio P 

p&al by the Director, Genter 
o&s Evaluation and Research 

of an emergency. Proposed changes in 
manufacturing methods and labeling 
may not become effective until. - . 
notification of acceptance is received 
froni,the D+xtor;‘&ER. 

Reporting changes under 5 601-12 
.repre&nts ia &n&ant workload for the 
fridtjstry and the agency. In addition, 
regulatedindristry has expressed 

_ concern .about delays in implementing 
changes and inconsistencies in 
reporting requirements for product 
license applications (PLAN 
establishment license applications’, 
@LA’s), arid newdrug applications 
(NDjY’s). To reduce the reporting burden 
on manufacturers of biological products 

.and to facilitate the approval process, 
FDA is is.sufng this guidance document, 
which describes CBER’s current 
interpretation of E 601.12(a) and ($1. 

The guidance document is not 
intended to affe.ct the reporting ; 
requitiments currently specified in 
§ 601.12, but to provide clarifying 
descriptions of the types of changes that 
are currently considered to be 
‘!important’: within the meaning of that 
section. In addition, ;the document 
defies the types of changes which may 
be implemented 30 days after 

(CBER). ‘&is document does not apply 
to manufacturers of Whole Blood, blood 

1 components; Source Leukocytes. and 
Source Plasma, and it does not address 
labeling chenges. By following this 

P 
dance document; manufacturers of 

‘tensed biologicals may. in some 
instances, reduce their reporting burden 

.and facilitate implementation of certain 
‘changes. - 

.~@&&p&&qn>l, or i;. 
.__ manufacturing methods and labeling, of 

. 
1 any product for wliich a license. is in 

effm & for w&.& an applic&on for 
_ h&se is$mding. to the Director, 

CBER. Such tiports afe to be filed by the 

pocket No. 950405q 

manufacturer not less than 30 days in 
advance of the time that such changes 
are -intended to be made except in case 

. . 

) 

+anges. However, in the Federal 
Register of&gust 3,199~ (69 FR 
.39570), FDApublfshed a notice of 
avaiIabilityVfor the revised Office of 
Establistuqeizt Licensing qrd Product 
Surveillance.Adve&fng-end 
Piomo~onal.Ldding Staff (&PLS) 
Procedura&&hmceDocument The 
-APES Pro&itraI Gufdan~ document 
details the aPproacb that manufacturers 
-and distributors ahould’followin -. 
submitting iidvertisii and promotional 
material for tiview bv CBER. The APES 
Procedural &Uan&Document also 
provides guid&e on~CBER’s cum&t 
interpretation &$601.12 as it apphes. to 
reporting~iniportant proposed changes 
in labeling: sPe+ically. promotional 
labeling of biological products for.which 
a license is in.effect or for which an 
ap~~~~;~:;&~$~~;$rti 

FDA does not intend this document to 
be all inclusivti. The document is - . 
intended to provide information and 
does not set forth requirements. 
Ma.n@ers may fqllow the guidance 
or may chaos9 to use alternative 
procedures even the-ugh they are not 
provided in this document. Ifa 
manufacturer chooses to use alternative 
procedures, tit manufacturer may wish 
to discuss the matter further with CBER 
to prevent &penditura of i&sources on 
activities tit FDA may later determine 
to beunacceptable. 

This guidance document is not 
binding on either FDA or licensed 
manufacturers of biological products 
and does not create or confer any rights. 
privileges, or benefits for or on any 
person. - 

Interested persons may submit to the 
Dockets Management Branch (address 
above) written comments on the 
guidance document. Received 
comments will be considered to 
determine if further revision to the 
guidance document is necessary. 

The text of the guidance docume.lt 
follows: 
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< 
Food and Drug Administration, Center for 
Biolo&s Evaluation and Research (CBERl. 
changes to be Rqmted fix Prod--and -. 
Iwabli&ment L.ianse Applicadions; , 
Guidance 

A significant number of suppletqents to 
approved biologicalproduct and : 
establishment license applications tntbmitted 

. ‘to CBRRdurimz an avereee ve&iniilve 
changes whichvfall uncie~~‘~l.12 Chmge+o 
beieR0lted (21 m 601.121. .I - - 

irider thii ~~ In 1 !=g$~ou*lm~tPmFceed 
ocatlon. equipmept. management 

and responsible personnel, or in .’ ~ ’ 
manufacturing~eth& imd labeling, aia 
lE@ItdtOb8~parfed~cBERIl~I~thap 
30 days In advance of the time such changes 
are intended tobe made (§6Oi.i2(a)). 
ProposfxlcllaiigeslnmM~~ntethads 
and labelmg may not become’effective until 
n@fication of atipbmce iiF qzeived fium : 
the lJii, CBER (g601,12(b)). -_ .1- 

. This document ls not intended to affect.the- 
cepating nq&ments in 5 M)IXZ. but-to. _, 
provide clarifyIns d&c&ptio$s Of m’ i 

. . 
- 

requhwwn& This g$danca &eg &apjplj I : > 
to manufach~~rs~ot Whole’B.lo&i,, blop;cl * ’ : . ,’ 

‘- components. soti--; aI+l +rqe. 
PlasmCGuIdailce6nreoortirin Mb 
inthWW8tlSlS tzximdy un&re&hiation’ _ 
“within C&R. ln addition, th%doam&& \. 
hes not address labeling changes.Roi 
guidance on the submission ofadvertising 
&td oromotional material. see the &ice Gf 
Establi.5hment Lkensing and Product, ; 
Sirveillmce Advartisii and Promotionk . 
Labeling Staff (ApLS) Pk&dGal Guidance ‘. 
Document (August X394). _ . 

To facilitate the approval process, CBER 
performed a review of the types of changes 
being reoorted and assessed the relative 
imp&t of each change on product purity.‘. 
potency, and safetv; Res&s of this analvsis 
have provided CRRR the rationale for - .‘ 
describing three categories of changes based 
on potential effecJon product safety;purity, 
and potency, witheach category associated _ 
with a different notification mechanism. In - 
general. the types of changes for which CRRR 

- . recommends less strinzent rewrtinp: 
-rePresent changes &I&. for-&e m&t p&t,’ 
have not been associated with demonstrable 
effects on product purity; potency. or safety, 
and/or which are readily amenable~to o&site- 
scrutiny during inspection ofthe production 
facility. In many lnstances.manufacturers 
will need to evaluate changes addressed in- 
the three categories using validated stan$ud 
operating procedures (SOP’s) or . 
specifications. . . . 

Regardless of whether a supplement is 

Thiscategory includes modifications to 
procedures. process uarameters. components. 
manufactu&gmeth&ls, reagents, equipment 
and facilities which do not rise to the level 
of the ?iipcntant” changes required to be 
reported under f 6Ol,.lZ. These are changes 
that T.d&Igned to tighten control on the 
production p-mcess, or have not been- - 
associated with adv&se lmoact on oroduct 
safety, purity orpotenc$ &fmfacturers 
should qualify and. as necessary. validate 
such changesbefore implementing them. 

.’ Thesechanges should be shown not to affect 
-the int&rI~ of the product For this category. 
the manufacturer generates and retains all 
relevant data defining (and, as necessary, 
validating) changes which am implemented. 
in order to expedite the aaencv*s review of 
changes, s&data should he &adily 
accessible for FDA-establishment 
inspections. The agency recommends that the 
firm notifv CBER in a Periodic Report (see 
descriptick below) of the changes-and dates 
of implementation. 
2. Category B-Change(s) Requiring a 
Suoslement Submission and Which Mav be 

submit a standard supplement. accompanied 
by all relevant supporting data. with a 
request to implement not less than 30 days 
following the supplement’s receipt by CRUX’S 
DocumentControl Center. Such supplements 

, 

should beclearly marked yCategory II 
Supplement@anges to behnpletnented” at 
the top of the coverletter: CRER will confimr- 
the submission atrd its receipt date in the 
reference sumher assignment letter.CBER 
intends to 6ollowmlevant applicatian review 
policies in assIgnIng gupplement review. 

CBERiVillprocesSCategoryllCb~~aS 
establ@mentor&uct.ll&nse~application 
sup$ements and willtake official action on 
suc+h supplemeitts On. befom..or efter thii 30- 
day peiiod. If CDRRbfficl& do -not contact. - 
the spqnspr via telephone or written 
con-espondencewItbln 30 days followingthe 
documented receipt date ta question or reject 
the~YW3gorj-lY status. tlk manufacturer 
mayjmplementthe cbz+nge,CRRR may .- 
dommunicate with&o’firm during this 30 
d~y+eriodfor.&%cation or to advise that 
thech+nge~&nsble&dtobeaCategoryIII . 
stiltplenient (&dexription below). : 

.Manu&tu&rsshouldbe-awarethat 
cat*a 4siqgM at!? lrpplemented subi@ 
to aghq+ apptwiil. The agency’.puty refuse 
to.apRtove a su~pleiuent~for a.change that 
has already been Implemented In assessing 
amanufacturer%-plans toconecta problem. 
th$ agency intends to. consider the . 
manub+ner%reasonsfor makingthe 
change a& the.&ernatives available to the 
manufacturer, among otherthiigs. If the . 
circumstsnces wan%nt.ihe agency may 
requke the chauge‘to be immediately 
dis.continued. When chcumstauces permit. it 
is FDA’sintent to allow manufacturers to 
correct a problem with minimal expense and x 
without unnecessary waste. 
3. Category III-Change(s) Which Require 
CBER Approval Prior to Implementation 

This categoryincludes changes in 
manufacturing methods and requires 
manufactnresto submit all. relevant 
supp&ting documentation and await CDER’s 
approval prig tb Implemedtation. As with 
Category II submissions. CRERintends to - 
follow relevant application review policies in 
assigning supplement m+iew. 
4. Periodic Reports 

required to be filed, the manufacturer in 
. making such changes must conform to the 

current good manufacturing practice (CAMP) 
requirements of the Federal Food, DN~. and 
Cosmetic Act (21 US.C 351(a)(Z)(B)) and the 
regulations in 21 CFR parts 210 and ‘211. 
Changes affecting the mefhod of manufacture’ 
require validation under the CGMP 
regulations. In addition, manutacturers must 
comply with the recordkeeping requirements 
under the CAMP regulations and ensure that 
relevant records are readily available for FDA 

A Periodic Report is a voluntary written 
report submitted every 6 rqonths listing and 
briefly describing Category I changes and 
providing the date of implementation of such 
changes. Reports should include separate 
descriptions of EACH change affecting a 
licensed product and should identify‘ior each 
change the specffic establishment location 
involved. (See section E of this document for 
requested information.1 

Implemented Prior to CBER Approval * 
B. Where to Subinif Supplements and 
Periodic Reppris 

inspection. 

This category includes modifications to Three copies Ofall supplements and 
location, equipment. management, and periodic reports should he submitted to the 
personnel that do not change manufacturing Center for Biologks Evaluation and Research 
methods, but have the potential to adversely (HFM-99). Food and Drug Administration, 
affect product safety, purity, and potency. 1401 Rockville Pike. suite ZOON, Ro&ville. 
For these changes, the manufacturer should MD 20352-1445. 

This document identifies and categoriks 
the types of changes in manufacturing 
p-s and establiihments which may be 
implemented with and khout prior 
approval by CBER 

Thii guidance document is not bind&g on 
either FDA or licensed nknufa~h8~S of 
biological p&ducts and does not create or 
confer&y tights. privileges, or banefits for 
or on wy person. It does. however. describe 
‘CBER’s r&rant interpretation of § 601.12. 
Where this document reiterates a 
mqhimt inqksgcl by Stitute or regulation, 
the force &ii effect ‘as law of the requirement 
Lsnotchan&dinanywaybyvbtueofits 
lnclusi~~&thlsd&e&.~ _ 

’ Section xof this documciit mnt&ns 1 
general~definjtioris of eech category of change 
as it p&+&s to notification or report& 
requIrementsoutlined in 5 60t12(a) and (b). 
T&is sectioti also defink a -Periodic Report 
for category I changg. Section B of this 
documentprovides lnstntction on sending 
suliml&ons to CBRR.Sfzction C of this . 
document augments these definitions with 
‘selected examples of.mo&fications 
appfoprlately falling~der each category+ 

-Section D of thisdocument contains 
gtii&m~~ixicategorizing proposed changes 
whicb~maypot be listed In sectIon E Section 
j3 of this doatIpent d%usses the kind of 
infoni+iori t$c agency is asking 
tin.iifacturers t6 submit in a Pefodic Report 
lI.~G&ance and Ratiorde 
A. Dejiniti~nS 

General &efinitions of each category of 
n$cuting changes are as follows: 
1. Category I-change(s) for Which No 
Supplement Submission is Required and 
Which May be Described in a Periodic Report 
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C. Selected Examples data derived fium studies follorv$g an  FDA- - 
approved prOtOCO1. 

.V. RClOCitiOn Of OpC%7diOn.s *thin the same 
-1.categoryr . .. production ama ofan approved facility with 

PER currently ensiders the following 
xvi Rework of biologic product which has 

examples to be  dhanges that will not 
failed final release testii using PDA- 

no  change in equipment or mom 
classiflcatiort. / 

ordinarily rise to the level of the “important” 
appmved rework protocol. Note: Any lot of vi. M$l&Ml~n of an  approved 

changes required to ba  raported under  
product subject to rework should be  so noted 
on  the product release protocol. . 

G~~ufacturing area which does not adversely 

5  601.12. These changes peed  not ba  affect safgy, purity or potency of product;  . 

. submitted to CBER prior to lxnplernentatiori’ 
.xvli. Change in stability test protocol to e&ddding pew ‘htaiior partitions or walls 

and  may be  submitted in a  periodicraport as  
Include mom stringent parameters; e.g. to incw+e tintml over the environment and  

“Categdry I changes.” This liiing provides 
additional assays, t ightened specifications, 
etc. 

replacing or adding new surfaces to enhance 

representative samples of Category I changes 
-. and’is not ill1 in&she. 

-_ I. Changa In purchasing source3 of appmved lnvolvlng no  change ln process pammaters;  

,?F:?. 
final fill compotints (stopper%, vials. &als) 

fig? 
that meet~bllshadspadfic&lons.Thls 

JdX’Th&fo~o~n@fi&&nsof~ &a,&‘ -_ 

does not itichde chap&s) in ~mpcsit ion of. 
not usad for product ion or storage of 
lntennedi~te or f inished pmduct (such as 

qch components  or suppliers bf ikillary 
chehicals and  drug products such as’ 

testing laboratories, materials storage, 
wamhoust~,  employee breakareas.  etc.): 

diluents. . (a) Addltion of out&da a&as-that do  not 
‘ii. Change in hawest ing and/or poolii ... 2  .adva+y affect the product 

. ;:: procedures which does not affect method of- 
. ; rnanufactum. recovery, storage comiitions, 

-. ‘.L sensitivity of detedion of advardit lous: I 
agents.  or product ion scale: c.g.,collection id 
smallerquarititias to improve pma3g : 

v efficiency. _.. _  _. 
iii Changes in call lnoctdur& e.g;.mdile of 

expansion [attached versus suspension;  
. bioreactor versti spi&r);cell dksity, . 

stagi~ of culture~This edtides &al ,:. ; 
pmdu~a.g..vaccInesaridlnvitm . . 

~diagnostickits. : 
iv. Change in storage ckiitio& of .- 

reference standard or Dane1 bag& on  st&itv 

_  . 

dCta generated with &-FDA-approved 
pmtocol. 

v. Extension of dating period for in-house 
reference standards, based on  tial-tlme data. 
according to an  FDA-approved pmtocol. 

vi. Replacement of lnhouse reference’ 
~ 

standard or reference panel  (or panel  
member)  according to FDA-approved. 
standard operat ing procedures (SOP’s) and  
specifications. 

vii. Tiitenipg of specifications for- 
reference standard or lot release analvsas. 

viii Rstablishment of new Work&g Cell 
Bankderived fmni previouslv aonmved - 
~MasterCell Bank a&ording tb an-FqA- 

.appmvadSOP. 
-&. Narrowing (tightening) of speciications 

for intermediates and  end#uoducts  to‘pmvlde 
greater assurance of prod&t purity ana.  
potency. 

x. Use of alternative storage containers for 
intermediates, with no  change id sterllity, 
depymgenat ion status, or composit ion of 
container, 

xi. Change in storage’condit ioqs of 
inprocess intermediates based on  data from 
an  FDA-approved stability pmtocol (labeling 
not affected). 

xii. Change in bulk pool size for 
formulation without process scale-up. 

xiii,Batcb size changes for ancillary 
components  (specimen diluents. positive 
and/or negative cdntmls. substrate buffers. 
ctc.1 where all equipment contact surfaces 
remain chemically identical to approved 
equipment 

xiv. change in the number  of vials per fill 
with no  scale-up or impact on  parameters 
def ined in the environmental assessment.  

xv Change Ln  shipping condit ions (e.g.. 

of testing (eig., relocation of fermentor in 
* fermentation suite). 

xxi. Upgrade in air quality, material, or 
personnel  flow where product specifications 
remainuncbanged.  Involves no  change in 

.equipment or physical structure.of 
,-production area. 

xxii. Cbannes in oersonnel  other than the 
Responsiblet iead (21 CPR 600.10) or 
individuals serving in a  capacity of 
alternative or temporary Responsible Head:  
2.Category.u 

CBRR$nrently considers the following. 
exam&s to ba  “imDortant” DmDosed 

:~~es,in.location:equipment,-element 
1  and  resuonsible personnel,  These char&es 

must b6  reportedpursuant to 4  soT.x&i) and  
meet the definition of a  “Category II 
Supplement”This listing provides 
representative samples of Category Il changes 
and  is not all inclusive. 

i. Addition of back-up systems for 
manufacturing processes which are identical 
to the primary system and  serve as an  
alternate resource (not expSnsion of capacity) 
within an  a  proved product ion area. 

ii. Upgra x e  to product ion air handl ing or 
water systems using llle equipment and  not 
affecting established specifications; e.g.. g  
.removal of dead  legs in water for injection _  
(WFI) system. (Does not includereplaCement 
of oarts or mutine reaair and  maintenance 
GGegory  I).) *. 

-iii. Replacement of eouinment with that of 
similar. but not identi&l. hesign and  
operat ing principle that does not affect the 
process methodology. 

-iv. Expansion of existing manufacturing 
support systems (WFI, heating. ventilation, 
and  air-conditioning (HVAC)): e.g., adding an  . . . . 

from radi;ihiy (RIA) to &&nie-” 
liiked l@numosorbent  assay (ELISA). : 

v .Change ‘hi process pa&meters; e.g., 
gmw&cycle,chmmatographicmedium. ’ 
process t imean&or temperature, filtration 
process. 

vi. Change in sequence of processing steps. 
including addit ion of processing step; e.g.. 
viral removal orinactivation. 

vii. Change ln product ion scale (up or 
down) involving changes in equipment,  
Process parameters, or process methodology. 

viii Change in f2lmnlstry or fornmlation of 
SdlUtiOnS kd during processing. - 

ix. Changes in conjugation chex&istry or 
prinds,. -., 

x. Change lnizomposition of the biological 
product or ar@ll&~ components.  

xi Change in dosage form 
Xii-Any change which results in detectable 

relaxing of pmiduct specifications and  
modification ln potency, sensitivity, or 
Specifi&ty.. 

xiii. Change in fill volume (per vial) from 
an  approved p.mduction batch size and/or 
scale. 

xiv. Reprocessing of product without a  
previously appmved reprocessing protocol. 

-xv. Change in stability testing program; 
e.g., substitution of analytical methods or 
potencyassay.  broadening of acceptance 
criteria, change in storage temperature; 
change in test algorithm. 

xvi. Extension of dating period for 
intermediate or endomduct  

xvii. Change in &rage condit ions for 
l icensed fink4 product or intermediate based 
OIJ real-time data from FDA-approved 
stability protocol (labeling affected). 

xviii:The following changes in 
temperature. packaging. custody) based upon additional WFI loop. manufacturing location that affect process 
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conditions and.thereby.have.the potential to future filing. of a food additive petition 
(FAP 3B4378) proposing that the food 
additive regulations be amended to 
provide for the Safe use of sodium 2,2’- 
.methylenebis(4.6-&tert-butylphenyl) 
.phosphat* as a clarifying agent in 
pofypmpylene articles intended for 
contact with food to include the use at 
temperatures up to and including retort 
conditions. 
‘FOR FhHER Ih&MATlON iONTACT: 
-Helen RThorsh&ii, Center for Food 

-1 

Safety&d App.lfed Nutrition (HF.% ,’ 
216). Food and Drug Administration’, .- 
200 C SLSW., Washington, DC 20204,~ 
202$?>8f~O92. .: ‘ .:’ 

.sirPPLEM~~RY-INFOR~~ON: In a notice 
publkhed in the Federal Register of 
July 29; 1993 (58 FR 40656). FDA 
annmnced that a food additive.petition 
(FAP 384378) had been filed by A&i 
Den@ KogYo K. K., c/o Japan Technical 
Information Center, Inc., 1002 
Pennsy~vaniaAve,SE., Washington, @I 
20603. Tpi? petition proposed to amend 
the. foi3d additive regulations in 
.C 178.3295, Crcuifring agents for y 
polynie~ (21 C%‘R 178.3295) to pmvide 
for the safe use‘ofs&iium2.2’- . 
methyleriebis(&t%dj-tert-butylphenyJ) 
phoiphate as a clafifying agent in 
polypro~~lene~artmles 
mtende or contact with food to 
include the use at temperatures up.to 
‘and includingretort conditions. Asahi, 
De&i Kogyo K. K has now withdrawn 
the petition without prejudice to a 
futurk filing (21 CFR 171.7) 

Safety and Applied Nut$tion (HFS- 
216). Food and Drug Administration, 
200 C St. SW., Washington, DC 20204. 
202-418-3089: 

affect product Safety. purity, Or gb;tency: 
(a) Use of a previously unatinroved 

_ 

Before implement&a &ange which is not 
identified above or does~notclearlv fit into- 
one of the defined ~tego&s:m&fact&rs 
should discuss,the p,tiposed change with 

.WER. If guidance is not s&qht, the change. 
should be mported’in the for@.ofa &te8o*@. 
IB supplement, subject to CBER &provaf \~ 
prior to implement+io~. 

.Requesfs fortnformation.r&&d& - 
categorization of proposed i%&rj$s not 1. 
included.in the abiye&tegories play be j . 
addressed to the‘Diior of the appropriate.. 
applications Division witl&ikhe Office *th . 
assigned product, or establfs~bnient, 
responsibility at the Center for’Biolo&s ’ - 
Evaluation and Reseat& (HFM-99); Food 
and Drug Administration, 1401 Rockvilfe 
Rike, suite .2FN. Rockviile, MIT 20852-1448. 
E. I&-motion Re&stedfor Category 1. 
PeriodicReports : 

FDA requests that manufacturers submit 
the following information for each Category 
I change in the order shown: (I) Name of the 
manufacturer; (2) the establishment license 
number. (3) the report dates (time period 
covered by the repOrt); (4) the product(s) 
affected (list each one); 1~) the change 
implemented, Including: (a) A brief .. 
description and reason for the change and/or 
modification, (b) the establishment location 
involved, (c)-the date-the chanae was 
implemented, and (d) a cross-~ference to the 
Approved Validation Protocol or Standard 
Operating procedure, if applicable; and (6) 
the signature of the Resnonsible Head and 
the date signed.. : r- ‘. 

Dated: March 31.1995. 
William B. 6chultz. 
Deputy CommissionerforPolicy. 
IFR Dot. 95-6382$iled 4-5-95; 645 ani) ’ 
BUJNG CiOOE 4160-01-F ’ 

‘// 

[Docket No.93F-02011 I 

Asahi Denka Kogyo K. K.; Withdrawal 
of Food Additive Petition 

AGENCY: Food and Drug Administration, 
HHS. 
ACTION: Notice. 

SUMMARY: ae Food and Drug 
Administration (FDA) is announcing the 
withdrawal. without prejudice to a 

Dated: March 22.1995. 
Eugene C Coleman, 
Acting Dire&w, Ofice of Premorket 
Approval. Cen terfor Food Sofety ond Applied 
Nutrition. 
(Fk Hoc 95-8515 Filed 4-S-95; 645 am] 
l i lLU?iG COOi 4160-01-F 

(Docket No. 94F-0121) 

BASF Corp.; Withdrawal of Food 
Additive Petition 

AGENCY: Food and Drug Administration, 
HHS. 
ACTION: Notice.. ’ 

SUMhiARt The Food and Drug 
Administration (FDA) is announcing the 
withdrawal, without prejudice to a 
futuio&ling. of a food additive petition 
(FAP 3B4384) proposing that the food 
additive re@lations be amended to 
provide for the safe use of 
hy$roxypropyl acrylate and butanediol 
diacxvlate as monomers in the 
production of acrylic polymers intended 
for use in food packaging adhesives. 
FOR FURTHER INFORMATION CONTACT: 
Diane E. Robertson, Center for Food 

SUPPLEMENTARY INFORMATK)N: In a notice 
published in the Federal Register of 
April 25.1994.(59 FR 19730), FDA 
announced that a food additive petition 
(Fe 3B4384) had been filed by BASF 
Corp., 9401 Arrow Point Blvd.; suite 

‘200. Charlotte, NC 28273. The petition 
--proposed to amend the food.additive 
-ir?gulations in § 175.105 Adhesives (21 .’ 
CF’$i75.105) to provide for the safe use 
of hydroxypmpyl acrylate and 
buta&& dia~late as monomers in 
the pmductiori of acrylic polymers 
intended for u’~e in food pa&aging 
adhesives. BASF Corp. has now 
withdrawn the petition without 
prej,udice to a future filing (21 CFR 
17L.7). : 

‘dated: March i2.1995. 
Eugeiie C Co.leman, 
Acting Director, Ofice ofPremarket 
AfiprMak Cent& far Food Safety and Applied 
Nufiition. 
IFR Dot 95-8516 Filed 4--5; 645 am) 
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Medicare and Medicaid Programs; 
Quarterly Listing of Program 
Issuances and Coverage Decisions- 
Fourth Quarter 1994 

AGENCY: Health Care Financing 
Administration (HCFA). HHS. 
ACTION‘: Notice. 

SUMMARY: This noti& lists HCFA 
manual instructions, substantive and 
interpretive regulations and other 
Federal Register notices, and statements 
of policy that were-published during 
October. November. and December of 
1994 that relate to the Medicare and 
Medicaid programs. Section 1871(c) of 
the Social Security Act requires that we 
publish a list of Medicare issuances in 
the-Federal Register at least every 3 
months. Although we are not mandated 
to do so by statute, for the sake of 
completeness of the listing, we are 
including all Medicaid issuances and 
Medicare and Medicaid substantive and 
interpretive regulations (proposed and 
final) published during this timeframe. 
We are also providing the content of 
revisions to the Medicare Coverage 
Issues Manual published between 
October 1 a& December 31,1994. On 
August 21,1989. we published the 
content of the Marural (54 FR 34555) 
and indicated that we will publish 


